REM^T AVAIUBLE COPY 

I* Objection to the Specification 

The Examiner has identified sequences on page 36, Hnes 21-22 of the 
specification that are not labeled with SEQ ID NOs (Office Action, page 2). Applicants 
submit that the three sequences on lines 21-22 do not require SEQ IDs and that no 
updated sequence listing is required. Under 37 CFR 1.821 only sequences with 4 or more 
"specifically defined" amino acids need to be listed in a sequence Usting (See, also MPEP 
2421.02). According to 37 CFR 1.821, "specifically defined" means "those amino acids 
other than 'Xaa"' (where "Xaa" means unknown or other, see MPEP 2422, Table 3). The 
three sequences pointed to by the Examiner have, at most, three specific amino acids, 
with the remainder being non-defined "X" amino acids. As such, since only three (or 
two) specific amino acids are contained in these sequences, Applicants submit that no 
SEQ IDs, or updated sequence listing, are required. 

IL The 112 Rejection Should Be Withdrawn 

The Examiner has rejected the claims as allegedly lacking written description, 
arguing that the Specification provides insufficient support for the scope of the claims. 
Applicants respectfiilly disagree. 

Initially, it is noted that the present claims are copied from U.S. Pat. No. 
5,939,301 ("the '301" patent). In issuing the '301 patent, the Patent Office has taken the 
position that the disclosure of the '301 patent was sufficient to support its issued claims, 
which are the same claims of the present invention. Yet the present specification 
provides substantially more support for the claims than does the '301 patent (see below). 
Thus, the specification of the present invention must also provide sufficient support for 
the claims. To hold otherwise, the Examiner must take the position that the '301 patent 
claims were improperly issued and are not valid. If this is the case. Applicants 
encourage the Examiner to initiate a re-examination of the '301 patent. 

Claim 40 of the present applicafion is a verbatim copy of claim 29 of the '301 

patent. 
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40. A mutant Thermotoga neapolitana DNA polymerase having a mutation 
that substantially reduces or eliminates 3-5' exonuclease activity of said 
polymerase, wherein said mutation is in the 3'-5' exonuclease domain of 
said polymerase, and further wherein said mutant Thermotoga neapolitana 
DNA polymerase is a Pol I-type DNA polymerase. 

29. A mutant Thermotoga neapolitana DNA polymerase having a mutation 
that substantially reduces or eliminates 3*-5' exonuclease activity of said 
polymerase, wherein said mutation is in the 3-5' exonuclease domain of 
said polymerase, and further wherein said mutant Thermotoga neapolitana 
DNA polymerase is a Pol I-type DNA polymerase. 

Likewise, Claim 44 of the present application is a verbatim copy of claim 34 of 
the '301 patent. 

44. A mutant Thermotoga neapolitana DNA polymerase having a mutation 
that substantially reduces or eliminates 5*-3' exonuclease activity of said 
polymerase, wherein said mutation is in the 5-3' exonuclease domain of 
said polymerase, and further wherein said mutant Thermotoga neapolitana 
DNA polymerase is a Pol I-type DNA polymerase. 

34. A mutant Thermotoga neapolitana DNA polymerase having a mutation 
that substantially reduces or eliminates 5'-3' exonuclease activity of said 
polymerase, wherein said mutation is in the 5'-3' exonuclease domain of 
said polymerase, and further wherein said mutant Thermotoga neapolitana 
DNA polymerase is a Pol I-type DNA polymerase. 

Importantly, the specification of the present invention provides detailed guidance 
demonstrating that the inventors were in possession of the claimed invention. As 
highlighted in Applicants previous response, the present specification provides detail of 
the structure/function relationship between the structure of the polymerase and its 
enzymatic activities — in line with the instruction provided by the Revised Interim 
Written Description Guidehnes for allowable claims: 

1) Numerous illustrative examples of specific non-naturally-occurring Thermotoga 
neapolitana DNA polymerases. (Note-some of these mutants are specifically 
claimed in dependent claims, such as original claim 30 and new claims 48 and 49. 
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The specification demonstrates reduction to practice of these mutants. Therefore, 
the rejection must be withdrawn at least with respect to these dependent claims). 

2) Substantial guidance for selection of numerous addition non-natural Thermotoga 
neapolitana DNA polymerases based on homologies to other characterized 
polymerases as shown in the Figures 1-4 of the specification. 

3) Identification of specific zones that can be mutated to yield enzymes with the 
desired activities and properties. 

Nothing more should be needed. Had Applicants generated 100, 1000, or more 
specific examples (which can readily be done per the teachings of the specification), this 
would only serve to illustrate the invention in the same manner in which it is currently 
illustrated. 

Applicants previously requested that the Examiner provide evidence (as required 
by law to sustain the rejection) to support the position that Applicants guidance is 
insufficient to support the claim scope. In the latest office action, the Examiner has not 
provided any evidence to support the rejection: only arguments and unsupported 
conclusory statements are provided. The Office has the burden of presenting evidence to 
support its position (See MPEP 2163.04, and the Written Description Guidelines). 
Notably, in the 103 rejection, the Examiner cites the Erlich reference in a manner that 
directly contradicts the Examiner's position in the written description rejection (citing 
Erlich for the proposition that, with the Thermotoga neapolitana DNA polymerase 
sequence and prior art knowledge, a variety of variant sequences are readily knowable). 
Thus, the only evidence cited by the Examiner relevant to the written description issue 
supports the allowability of the Applicants claims. Applicants need not have provided 
any of the above evidence to counter the rejection — as a prima facie showing was not 
made by the Examiner in the first instance. In view of the evidence provided by the 
Applicants and the complete lack of evidence provided by the Office, the rejections must 
be withdrawn. 
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In particular, the Examiner maintains the rejection by arguing that the claims 
encompass any and all mutants of any DNA polymerase (any pol-I, -II or -III type of 
polymerase) or fragments thereof capable of DNA synthetic activity which is derived 
from Thermotoga neapolitana (Applicants note that, as amended, all claims recite that the 
claimed polymerase is the pol-I type polymerase from Thermotoga neapolitana). The 
Examiner has provided no evidence to suggest that Applicants description of the pol-I 
type polymerase from Thermotoga neapolitana (which includes the identification of the 
polymerase domain and other domains that can be altered without impacting the 
polymerase domain) is insufficient to show possession of a broad genus of mutant pol-I 
type polymerases from Thermotoga neapolitana. 

The Written Description Guidelines provide numerous biotechnology examples 
to highlight allowable subject matter and non-allowable subject matter. The Guidelines 
explain that non-allowable claims typically arise where the structure of the gene or 
protein is not known or only partially known or where there is no understanding of the 
structiu"e/fimction relationship of the gene or protein structure with its fimction (see e.g.. 
Example 1 7 of the Written Description Guidelines, where structure/function relationship 
is not known). None of these examples apply in the present case. Here, the fixU structure 
is provided and the regions of the structure that relate to the various activities of the 
enzyme are described. Numerous specific examples of mutants in these regions are 
described to illustrate the claimed mutant polymerases. Applicants point the Examiner to 
Example 14 of the Written Description Guidelines that illustrates an allowable protein 
claim defined by an enzymatic activity (similar to the present claims). The primary 
difference between the present case and Example 14 of the Written Description 
Guidelines is that the present case provides more support than the allowable subject 
matter of Example 14. In particular. Example 14 of the Written Description Guidelines 
does not provide any specific variant sequences that illustrate the protein having the 
claimed activity. In the present case, numerous such examples are provided. Thus, per 
the Written Description Guidelines, the present claims fall squarely within the range of 
allowable subject matter. 

To sustain the rejection, the Examiner must provided evidence (via reference, 
affidavit, or other concrete source) that Applicant's examples and structure/fimction 
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characterization are insufficient to show possession of the invention for the claimed 
polymerases. Such evidence must be specific to the nature of the claimed polymerase. 
Without such evidence, the claims must be allowed. Argument and unsupported 
conclusory statements are legally insufficient. 

III. The Invention is Novel 

Claims 22 and 23 stand rejected as allegedly being anticipated by Chatterjee et al. 
(U.S. Pat. No. 5,912,155; hereinafter, the '155 patent) and Claims 22-30, 40 and 44 stand 
rejected as allegedly being obvious in view of the '155 patent and Erlich et al. 
Applicants respectfully disagree. 

It is noted that only Claims 22 and 23 are rejected as lacking novelty. Thus, the 
remaining claims are allowable if the obviousness rejection is withdrawn. A careful 
review of Chatterjee demonstrates that the obviousness rejection must be withdrawn. 
First, it is noted that Chatterjee only provides a very limited and partial sequence of the 
Thermotoga neapolitana polymerase. Therefore, Chatterjee, in combination with any 
other polymerase reference, cannot provide an expectation of success that mutants can be 
generated that maintain or remove the desired enzymatic activities. The Chatterjee patent 
guesses that particular mutants might be made. A guess does not provide an expectation 
of success. This is particularly clear in the present case because Chatterjee guessed 
wrong . A primary basis of the Examiner's rejection is that Chatterjee's description of 
deleting the 3 '-5' exonuclease domain provides support for mutants lacking 3 '-5' 
exonuclease activity. However, Chatterjee does not provide the full sequence of the 3 '-5' 
exonuclease domain. Furthermore, as shown in Applicant's specification, deletion of the 
3 '-5' exonuclease domain of Thermotoga neapolitana destroys polymerase activity (see 
data related to pJM284AB). Thus, Chatterjee's prediction that the region could be 
deleted (keeping in mind that Chatterjee does not provide the full sequence of the region 
in the first place), while maintaining polymerase activity, is wrong and demonstrates that 
Chatterjee is not enabling for mutant polymerases as Chatterjee did not: 1) have the 
sequence of Thermotoga neapolitana; and 2) demonstrate any mutant sequences. 

There can be no stronger evidence of a lack of expectation of success — that 
Chatterjee's contemplated embodiments, in fact, fail. The Specification of the present 
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invention obtains 3 '-5' exonuclease deficient mutants by modifying amino acids with the 
3 '-5' exonuclease domain (which AppUcants, unlike Chatterjee, provide the full sequence 
of) rather than by deletion. Thus, the combination of Chatteijee with Erlich fails to teach 
or suggest the presently claimed invention and claims 24-30, 40, 44, 48, and 49 should be 
passed to allowance. Furthermore, for the reasons discussed below, the '155 patent may 
not be used as prior art against the present application. 

With respect to the novelty rejection of claims 22 and 23, Applicants submit 
herewith a Statement under CFR 1.608(b) with supporting Declarations demonstrating 
that Applicant is prima facie entitled to a judgment relative to the patentee. 

In particular, based on the file history of the '155 patent, it is clear that Chatteijee 
did not have the sequence of the Thermotoga neapolitana polymerase prior to September 
30, 1994, as the priority application filed September 30, 1994 does not provide any 
sequence information. The September 30, 1994 reference also provides no description of 
mutants or non-natural Thermotoga neapolitana polymerase sequences. The September 
30, 1994 filing has an incorrect restriction map of the Thermotoga neapolitana 
polymerase, indicating that even the earliest characterizations of the Thermotoga 
neapolitana polymerase by Chatteijee were wrong. 

The specification that led to the '155 Chatteijee patent was filed January 9, 1995. 
This specification provided the first sequence information and only a partial sequence of 
the Thermotoga neapolitana polymerase corresponding to the N-terminal region. A 
paragraph was added to the specification referring to a deletion mutant in the 3 '-5' 
exonuclease domain. However, the sequence of the 3 '-5' exonuclease domain was not 
provided in the specification and the prophetic deletion mutant contemplated in the patent 
does not work — i.e., the prophetic description was wrong. 

Thus, it is clear that, as of January 9, 1995, Chatteijee only had partial sequence 
information and had incorrectly predicted non-natural sequences. As of September 30, 

1994, no sequence was provided and no reference to or suggestion of non-natural 
Thermotoga neapolitana polymerase sequences was provided. 

The first correct mutant sequences disclosed by Chatteijee were on October 2, 

1995, in the filing of U.S. Pat. No. 5,939,301, which is after the filing date of the 
Applicant's application and after public disclosure of AppUcant's invention — a pubUc 
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disclosure that was viewed by scientists from Life Technologies, the assignee of the '301 
patent. The *301 patent disclosed additional sequence of the Thermotoga neapolitana 
polymerase, but still does not provide the full sequence. 

As demonstrated by the Declaration of James Hartnett,^ Applicant conceived of 
and reduced to practice the claimed invention prior to the filing date of '155 patent. 
Applicant had obtained the full sequence of the Thermotoga neapolitana polymerase and 
generated 5' exonuclease mutants prior to the September 30, 1994 date. Applicant also 
generated 3 '-5' exonuclease mutants prior to the filing date of the '155 patent. 

Thus, the evidence unequivocally demonstrates that Applicant had: 

1) obtained the sequence of the Thermotoga neapolitana polymerase prior to 
Chatterjee; and 

2) conceived of and reduced to practice non-natural Thermotoga neapolitana 
polymerase prior to Chatterjee; including 5' exonuclease and 3 '-5' 
exonuclease activity variants. 

In the alternative, Chatterjee was in possession of such data, but chose to suppress or 
conceal the data from specification of the September 30, 1994 and January 9, 1995 patent 
application filings. In either case, Applicant is entitled to a judgment relative to the 
patentee. 



Mr. Hartnett was not available to sign the declaration at the time of filing of this response. A signature 
copy will follow. Applicants note that the content of the Declaration is the same as a Declaration filed and 
signed by Mr. Hartnett under 37 C.F.R. 1.131 in Applicant's previous response. 
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CONCLUSION 



All grounds of rejection of the Office Action of August 12, 2003 have been addressed 
and reconsideration of the application is respectfully requested. It is respectfully submitted 
that Applicant's claims as amended should be passed into allowance. Should the Examiner 
believe that a telephone interview would aid in the prosecution of this application Applicant 
encourages the Examiner to call the undersigned collect at (608) 218-6900. 




Medlen & Carroll, llp 
101 Howard Street, Suite 350 
San Francisco, California 94105 
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application of: Slater, etal. Group No.: 1652 

No.: 09/641,319 Examiner: R. Hutson 

Filed: 08/18/2000 

Entitled: Thermophilic DNA Polymerases From Thermotoga Neapolitana 



STATEMENT UNDER 37 CFR 1.608(b) 

Mail Stop RCE 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 



CERTIFICATE OF MAILING UNDER 37 C.F.R. 1.8(a)(l)(i)(A) 



I hereby certify that this correspondence (along with any referred to as being attached or enclosed) is, on the date 
shown below, being deposited with the U.S. Postal Service with sufficient postage as first class mail in an envelope 
addressed to: Mail Stop RCE, Commissioner for Patents, P.Q. Bqx 1450^1exandria, VA 22313-1450. 



Dated:. 




Examiner Hutson: 



I, David Casimir, hereby declare and state, under penalty of perjury, that: 

1 . I am an attorney of record for this invention. 

2. On information, evidence, and belief, as demonstrated by the evidence discussed 
below, Applicant is prima facie entitled to a judgment relative to the patentee. 

3. ha particular, based on the file history of U.S. Pat. No. 5,912,155 (hereinafter, "the 
' 1 55 patent"), it is clear that the inventors of the ' 1 55 patent did not have the sequence of the 
Thermotoga neapolitana polymerase prior to September 30, 1994, as the priority application 
filed September 30, 1994 (attached hereto at Tab A) does not provide any sequence information 
(Declaration of Michael Slater in Support of Statement Under 1.608(b)). The September 30, 
1994 reference also provides no description of mutants or non-natural Thermotoga neapolitana 
polymerase sequences (Declaration of Michael Slater in Support of Statement Under 1.608(b)). 
The September 30, 1994 filing has an incorrect restriction map of the Thermotoga neapolitana 
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polymerase , indicating that even the earliest characterizations of the Thermotoga neapolitana 
polymerase by Chatterjee were wrong (Declaration of Michael Slater in Support of Statement 
Under 1.608(b)). 

4. The specification that led to the *155 Chatterjee patent was filed January 9, 1995 
(attached hereto at Tab B). This specification provided the first sequence information and only a 
partial sequence of the Thermotoga neapolitana polymerase corresponding to the N-terminal 
region (Declaration of Michael Slater in Support of Statement Under L608(b)). A paragraph was 
added to the specification referring to a deletion mutant in the 3 '-5' exonuclease domain. 
However, the sequence of the 3 '-5' exonuclease domain was not provided in the specification 
and the prophetic deletion mutant contemplated in the patent does not work — i.e., the prophetic 
description was wrong (Declaration of Michael Slater in Support of Statement Under 1.608(b)). 

5. Thus, it is clear that, as of January 9, 1995, Chatterjee only had partial sequence 
information and had incorrectly predicted non-natural sequences (Declaration of Michael Slater 
in Support of Statement Under 1.608(b)). As of September 30, 1994, no sequence was provided 
and no reference to or suggestion of non-natural Thermotoga neapolitana polymerase sequences 
was provided (Declaration of Michael Slater in Support of Statement Under 1.608(b)). 

6. The first correct mutant sequences disclosed by Chatterjee were on October 2, 1995, 
in the filing of U.S. Pat. No. 5,939,301, which is after the filing date of the Applicant's 
application and after public disclosure of Applicant's invention — a public disclosure that was 
viewed by scientists fi:-om Life Technologies, the assignee of the '301 patent (Declaration of 
Michael Slater in Support of Statement Under 1.608(b)). The '301 patent disclosed additional 
sequence of the Thermotoga neapolitana polymerase, but still does not provide the fiill sequence 
(Declaration of Michael Slater in Support of Statement Under 1.608(b)). 

7. Applicant conceived of and reduced to practice the claimed invention prior to the 
filing date of '155 patent (Declaration of James Hartnett in Support of Statement Under 

1 .608(b)). Applicant had obtained the fiill sequence of the Thermotoga neapolitana polymerase 
and generated 5' exonuclease mutants prior to the September 30, 1994 date (Declaration of 
James Hartnett in Support of Statement Under 1, 608(b)). Applicant also generated 3 '-5' 
exonuclease mutants prior to the filing date of the '155 patent (Declaration of James Hartnett in 
Support of Statement Under 1.608(b)). 

8. Thus, the evidence unequivocally demonstrates that Applicant had: 
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1) obtained the sequence of the Thermotoga neapolitana polymerase prior to 
Chatterjee; and 

2) conceived of and reduced to practice non-natural Thermotoga neapolitana 
polymerase prior to Chatterjee; including 5' exonuclease and 3 '-5' exonuclease 
activity variants. 

In the alternative, Chatterjee was in possession of such data, but chose to suppress or conceal the 
data from specification of the September 30, 1994 and January 9, 1995 patent application filings. 
In either case, Applicant is entitled to a judgment relative to the patentee. 

9. I further declare that all statements made herein are of my own knowledge, are true, 
and that all statements are made on information and belief that are believed to be true; and further 
that these statements are made with the knowledge that willful false statements and the like so 
made are punishable by fine or imprisonment, or both, under §1001 Title 18 of the United States 
Code, and that such willful statements may jeopardize the validity of the application of any 
patent issued thereon. 



Dated: 



Attorney Docket No. PRMG 04578 
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

re Application of: Slater, etal. Group No.: 1652 

Serial No.: 09/641,319 Examiner: R. Hutson 

Filed: 08/18/2000 

Entitled: Thermophilic DNA Polymerases From Thermotoga Neapolitana 

DECLARATION OF JAMES HARTNETT 
IN SUPPORT OF 37 CFR 1.608(b) STATEMENT 

Mail Stop RCE 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 



CERTIFICATE OF MAILING UNDER 37 C.F.R. 1.8(a)(l)(i)(A) 



I hereby certify that this correspondence (along with any referred to as being attached or enclosed) is, on the date 
shown below, being deposited with the U.S. Postal Service with sufficient postage as first class mail in an envelope 
addressed to: Mail Stop RCE, Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450. 



Dated: 



Examiner Hutson: 



I, James Hartnett, hereby declare and state, under penalty of perjury, that: 



1 . I am one of the inventors of the above-named patent application (hereinafter "present 
application"). 

2. The claimed invention v^as reduced to practice in the United States of America prior 
to January 9, 1995, as indicated from this Declaration and the attached notebook pages. The 
work presented in the notebook pages was performed in this coimtry by me or under my 
supervision. As evidenced from these documents, we developed mutant DNA polymerases 
derived from Thermotoga neapolitana. This includes mutants shown in Figure 4 of the present 
application. For example, the deletion mutant Thermotoga neapolitana polymerase labeled as 
M284, which provides a reduction in 5*-3* exonuclease activity through generation of a deletion 
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mutation is described on pages 31 (design) and 50 (activity assay of generated mutant) of the 
notebook 100893. This work was completed prior to September 30, 1994. Likewise, 
substitution mutants that reduce 3*-5' exonuclease activity were generated. For example, the 
combination deletion and substitution mutant Thermotoga neapolitana polymerase labeled as 
M284 (D323A, D389A) in Figure 4 of the present appHcation is described on pages 27 (design) 
and 54 (use of the mutant enzyme in sequencing reaction) of notebook 100996 (the D323A is 
referred to as D355 A and D389A is referred to as D424A in the notebook). This work was 
completed prior to January 9, 1995. 

3. I further declare that all statements made herein are of my own knowledge, are true, 
and that all statements are made on information and belief that are believed to be true; and further 
that these statements are made with the knowledge that willful false statements and the like so 
made are punishable by fine or imprisonment, or both, under §1001 Title 18 of the United States 
Code, and that such willful statements may jeopardize the validity of the application of any 
patent issued thereon. 

Dated: 

James Hartnett 
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UNITED STATES PATENT AND TRADEMARK OFFICE 

In re Application of: Slater, etal. Group No.: 1652 

Serial No.: 09/641,319 Examiner: R. Hutson 

Filed: 08/18/2000 

Entitled: Thermophilic DNA Polymerases From Thermotoga Neapolitana 



DECLARATION OF MICHAEL SLATER 
IN SUPPORT OF 37 CFR L608(b) STATEMENT 

Mail Stop RCE 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 




CERTIFICATE OF MAILING UNDER 37 C.F.R. 1.8(a)(l)(i)(A) 



I hereby certify that this correspondence (along with any referred to as being attached or enclosed) is, on the date 
shown below, being deposited with the U.S. Postal Service with sufficient postage as first class mail in an envelope 
addressed to: Mail Stop RCE, Commissioner for Patents, P.O. Box 1450, Alexandria, VA 22313-1450. 



Dated:. 




Examiner Hutson: 



I, Michael Slater, hereby declare and state, under penalty of perjury, that: 



1. I am one of the inventors of the above-named patent application (hereinafter "present 
application"). 



2. I have reviewed the ' 155 patent to Chatterjee as well as the priority document filed 
September 30, 1994. Based on the disclosures of these documents, it is clear that my research 
group conceived of and reduced to practice non-natural Thermotoga neapolitana polymerase 
prior to the inventors of the '155 patent, including non-natural Thermotoga neapolitana 
polymerases having mutations that alter 5' exonuclease activity and 3 '-5' exonuclease activity. 
The priority documents filed September 30, 1994 does not contain any Thermotoga neapolitana 
polymerase sequence information. This lack of sequence information prevents a scientist from 
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identifying regions of the polymerase that correspond to the various enzymatic activities of the 
polymerase, prevents sequence alignments to other known polymerases, and prevents design of 
mutants of the sequence. The priority document filed September 30, 1994 makes no mention of 
non-natural Thermotoga neapolitana polymerases. Furthermore, one of the few 
characterizations of the natural Thermotoga neapolitana polymerase described in the September 
30, 1994, a restriction enzyme digest map, is wrong as evidenced by the later correction of the 
restriction map in the January 5, 1995 patent application filing. The January 5, 1995 patent 
application filing provides only a limited, partial sequence of the Thermotoga neapolitana 
polymerase near the N-terminal end of the Thermotoga neapolitana polymerase. The sequence 
provided does not include the full sequence for the 3 '-5' exonuclease domain. The specification 
provides a description of a 3'-5' exonuclease domain deletion mutant. However, the 
specification does not provide data showing that such a mutant was made. From my own 
experimental work, as described in my patent application, deletions within the 3 '-5' exonuclease 
domain can destroy polymerase activity. Thus, the description in the *155 patent regarding the 
3'-'5 exonuclease domain is wrong. 

3. The first correct mutant sequences disclosed by the Chatterjee group appear in the 
specification that led to the issuance U.S. Pat. No. 5,939,301 ("the '301 patent"), filed October 2, 
1995. Prior to the filing of the '301 patent, and after the filing of our own patent application, my 
research group presented our findings at scientific meeting through a poster presentation. The 
presentation included the full sequence of the Thermotoga neapolitana polymerase and the 
location of 5' exonuclease and 3 '-5' exonuclease mutants that are described in our patent 
application. The poster was visited by members of the Life Technologies Corporation, who took 
notes. The '301 patent was filed shortly thereafter, including correct mutant sequences, at least 
one of which, a Asp to Ala substitution at position 323, is identical to a 3 '-5' exonuclease mutant 
disclosed in our poster presentation and in our patent application. 

4. I further declare that all statements made herein are of my own knowledge, are true, 
and that all statements are made on information and belief that are believed to be true; and further 
that these statements are made with the knowledge that willful false statements and the like so 
made are punishable by fine or imprisonment, or both, under § 1001 Title 18 of the United States 
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Code, and that such willful statements may jeopardize the validity of the application of any 
patent issued thereon. 



Dated: 
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